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1. This application contains sequence disclosures that are encompassed by the definitions for 
nucleotide and/or amino acid sequences set forth in 37 CFR 1.821(a)(1) and (a)(2). However, 
this application fails to comply with the requirements of 37 CFR 1.821 through 1.825 for the 
following reasons: 

The amino acid sequence at page 3, line 3, of the specification is subject to the sequence 
disclosure rules, but no sequence listing has been submitted. Further, a SEQ ID NO needs to be 
inserted after each occurrence of a sequence subject to the sequence disclosure rules. See 37 
CFR 1.821(d). 

Applicant must provide an original computer readable form (CRF) copy of the Sequence 
Listing, an original paper copy of the Sequence Listing as well as an amendment directing its entry 
into the specification, and a statement that the content of the paper and computer readable copies 
are the same and include no new matter as required by 37 CFR 1.825(a) and (b). 

2. The disclosure is objected to because of the following informalities: Because of 
insufficient top margins, the first lines of pages 3, 9, 11, and 12 were partially obliterated by hole 
punching. These lines of the specification will have to be re-submitted by appropriate amendment. 
Because of poor copy quality, at least portions of page 1, line 21, and page 8, line 1, are illegible. 
These lines of the specification will have to be re-submitted by appropriate amendment. There is 
no Brief Description of the Drawings as required by 37 CFR 1.74. At page 1, line 7, there is an 
incomplete sentence (i.e., "Dimethyl-beta cyclodextrin."). At page 1, line 14, "analgesics" is 
misspelled. At page 2, lines 12 and 13, there are unmatched beginning brackets. At page 4, line 
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1, the inverted numeral "4" should be deleted. At page 6, line 4, "hydroxyethyl" should be 
deleted. At page 13, line 20, commas should be inserted after "brain" and "heart". There is an 
unmatched end parenthesis at page 13, line 14. At page 13, last line, there is an unmatched 
beginning parenthesis. At page 14, line 19, it is believed that "peat" should be "peak". The 
heading "TABLE 4" should be inserted above the table at page 16, lines 3-4. At page 17, line 1, 
it is believed that "tritan" is a misspelling of "Triton". Also, Applicants are reminded of the 
necessity of capitalizing all trademarks and including generic terminology. Although the use of 
trademarks is permissible in patent applications, the proprietary nature of the marks should be 
respected and every effort made to prevent their use in any manner which might adversely affect 
their validity as trademarks. The specification would benefit fi*om further grammatical revision. 
Appropriate correction is required. 

3. The text of those sections of Title 35, U.S. Code not included in this action can be found 
in a prior OflBce action, 

4. Claims 1, 2, 5-12, and 14 are rejected under 35 U.S.C. 103(a) as being obvious over the 
Nath et al article in view of Chiesi et al. The Nath et al article teaches the highly active opioid 
peptide L-Tyr-D-Ala-Gly-NMe-Phe-Gly-NHCgH^. The opioid peptide can be administered orally 
or i.p. See, e.g., the Abstract and page 269, column 1. The Nath et al article does not teach the 
opioid peptide in combination with a cyclodextrin derivative. Chiesi et al teach forming an 
inclusion complex of a basic drug and a cyclodextrin such as hydroxypropyl-p-cyclodextrin and 
dimethyl-P- cyclodextrin. The inclusion complex results in improved storage stability and 
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enhanced water solubility and bioavailability for the drug. The drug is to be administered orally or 
parenterally. See, e.g., column 3, lines 15-21; column 8, lines 54-56; and claim 8. It would have 
been obvious to one of ordinary skill in the art at the time Applicants' invention was made to 
combine the opioid peptide of the Nath et al article with the cyclodextrins of Chiesi et al in order 
to form inclusion complexes for pharmaceutical administration because the opioid peptide of the 
Nath et al article is a basic drug as required by Chiesi et al and because combining the opioid 
peptide of the Nath et al article with the cyclodextrins of Chiesi et al would have been expected to 
increase the solubility and bioavailability of the opioid peptides, a result which is desirable for 
pharmaceutical agents. It would further have been obvious to one of ordinary skill in the art at 
the time Applicants' invention was made to determine all operable and optimal ratios of opioid 
peptide and cyclodextrin derivative in the above-outlined compositions because component 
proportion is an art-recognized result-eflFective variable which is routinely determined and 
optimized in the pharmaceutical art. 

5. Claims 1-3 and 7-11 are rejected under 35 U.S. C. 103(a) as being obvious over the 
European Patent Application '653 in view of the Nath et al article. The European Patent 
Application '653 teaches combining drugs, including peptide drugs such as enkephalins, with 
cyclodextrins, especially P-cyclodextrin. The combination permits the drugs to be administered 
nasally, thereby avoiding the problems of poor absorption after oral administration and avoiding 
undesirable metabolism of the drugs. See, e.g., column 1, lines 8-24; column 4, lines 4-11; and 
column 5, lines 31-36. The European Patent Application '653 does not teach administration of 
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Applicants' particular opioid peptide. The Nath et al article teaches the highly active opioid 
peptide L-Tyr-D-Ala-Gly-NMe-Phe-Gly-NHCjH^. The opioid peptide can be administered orally 
or i.p. See, e.g., the Abstract and page 269, column 1. It would have been obvious to one of 
ordinary skill in the art at the time Applicants' invention was made to administer the opioid 
peptide of the Nath et al article in the pharmaceutical formulations of the European Patent 
Application '653 because the opioid peptide of the Nath et al article is a specific known example 
of the peptide and enkephalin drugs which are contemplated by the European Patent Application 
'653 and because administering the opioid peptide of Nath et al nasally in the pharmaceutical 
formulations of the European Patent Application '653 would avoid problems of poor absorption 
after oral administration and of undesirable metabolism as taught by the European Patent 
Application '653. It would further have been obvious to one of ordinary skill in the art at the time 
Applicants' invention was made to determine all operable and optimal ratios of opioid peptide and 
p-cyclodextrin in the above-outlined compositions because component proportion is an art- 
recognized result-effective variable which is routinely determined and optimized in the 
pharmaceutical art. 

6. Claims 1, 2, 4, 7-12, and 14 are rejected under 35 U.S.C. 103(a) as being obvious over 
Hora et al in view of the Nath et al article. Hora et al teach combining polypeptide drugs with 
cyclodextrins, P-cyclodextrin, including hydroxyethyl- P-cyclodextrin. The combination improves 
the solubility and the stability of polypeptide drugs, and permits oral administration as well. See, 
e.g., the Abstract; column 10, lines 31-45, column 11, lines 59-64; column 16, lines 30-32 and 43; 
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column 18, lines 45-49; and column 26, line 66 - column 27, line 4. Hora et al do not teach 
administration of Applicants' particular opioid peptide. The Nath et al article teaches the highly 
active opioid peptide L-Tyr-D-Ala-Gly-NMe-Phe-Gly-NHCjH^. The opioid peptide can be 
administered orally or i.p. See, e.g., the Abstract and page 269, column 1, It would have been 
obvious to one of ordinary skill in the art at the time AppHcants' invention was made to 
administer the opioid peptide of the Nath et al article in the pharmaceutical formulations of Hora 
et al because the opioid peptide of the Nath et al article is a specific known example of the 
polypeptide drugs which are contemplated by Hora et al and because administering the opioid 
peptide of Nath et al in the pharmaceutical formulations of Hora et al would improve the solubility 
and the stability of the opioid peptide as taught by Hora et al. It would further have been obvious 
to one of ordinary skill in the art at the time Applicants' invention was made to determine all 
operable and optimal ratios of opioid peptide and p-cyclodextrin in the above-outlined 
compositions because component proportion is an art-recognized result-effective variable which is 
routinely determined and optimized in the pharmaceutical art, 

7. Claims 1, 7-12, and 15 are rejected under 35 U.S.C. 103(a) as being obvious over the 
French Patent '268 in view of the Nath et al article. The French Patent '268 teaches combining 
drugs, including analgesics and peptide hormones, with P-cyclodextrin. The combination permits 
the drugs to be administered transcutaneously. See the attached abstract. The French patent '268 
does not teach administration of Applicants' particular opioid peptide. The Nath et al article 
teaches the highly active opioid peptide L-Tyr-D-Ala-Gly-NMe-Phe-Gly-NHCaHy. The opioid 
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peptide can be adnunistered orally or i.p. See, e.g., the Abstract and page 269, column 1. It 
would have been obvious to one of ordinary skill in the art at the time Applicants' invention was 
made to administer the opioid peptide of the Nath et al article in the pharmaceutical formulations 
of the French Patent '268 because the opioid peptide of the Nath et al article is a specific known 
example of the analgesic drugs which are contemplated by the French Patent '268, because the 
French Patent '268 would have been expected to be useful in transcutaneously administering 
polypeptides such as the opioid peptide of the Nath et al article because of the French Patent 
'268's disclosed ability to administer polypeptide hormones, and because administering the opioid 
peptide of Nath et al transcutaneously in the pharmaceutical formulations of the French Patent 
'268 would avoid problems of poor absorption after oral administration or of intrusive i.p. 
administration methods. It would fiirther have been obvious to one of ordinary skill in the art at 
the time Applicants' invention was made to determine all operable and optimal ratios of opioid 
peptide and P-cyclodextrin in the above-outlined compositions because component proportion is 
an art-recognized result-effective variable which is routinely determined and optimized in the 
pharmaceutical art. 

8. Applicant's arguments filed October 4, 2001 have been fiilly considered but they are not 
persuasive. 

Throughout Applicants' remarks, they have misnamed the opioid peptide recited in their 
claims. Applicants' remarks name the compound using the word "glycol". However, this is a 
misspelling, and the word should be "glycyl". 
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Applicants contend that the compound of the Nath et al article and Applicants' opioid 
peptide are different compounds. The examiner disagrees. Concerning the "lack of L", "L" is not 
a chemical substituent but indicates the stereochemistry of the N-terminal amino acid residue. 
The other possible stereochemistry is "D". The assumption for any amino acid is that it is in the 
L-configuration unless there is some indication to the contrary. This is because in nature, the L- 
forms of amino acids are the predominant form. Accordingly, with no "L" or "D" before the 
"Tyr" in the compound of the Nath et al article, it is presumed to be in the L-configuration and 
has the same configuration as the tyrosine residue in AppHcants' opioid peptide. Concerning the 
"lack of an additional Ala in the Nath et al compound", the abbreviation "MePhe" in the 
compound stands for methylphenylalanine. Both the Nath et al article's compound and 
Applicants' opioid peptide contain a single D-alanine residue and a single N-methylphenylalanine 
residue. Both compounds are amines (because of the amine groups at their N-termini) and amides 
(because they have been amidated with isopropylamine). They are the same compounds. 

Applicants note that Chiesi et al, the European Patent Application '653, Hora et al, and 
the French Patent '268 do not disclose Applicants' opioid peptide. The examiner agrees. 
However, this does not affect the rejections, which are based upon combinations of prior art 
references applied under 35 U.S. C. 103, 

The combination of the Nath et al article and Chiesi et al under 35 U.S.C. 103 is deemed 
to be proper. The compound of the Nath et al article, which is the same as Applicants' opioid 
peptide, is a basic drug because it has an amine group at its N-terminus and because it comprises 
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no charged sidechains. Accordingly, the compound of the Nath et al article is a species of the 
basic drugs contemplated by Chiesi et al. Chiesi et al do not require the basic drug to be an acid 
(see Applicants' response page 6, line 10); rather, Chiesi et al require that the basic drug be 
combined with an acid. The examiner agrees that Chiesi et al desire to increase solubility of the 
complexes in order to increase their bioavailability (see column 8, lines 54-56). It is not relevant 
that this motivation to combine the prior art references may not be the same as Applicants'. See 
MPEP 2144 under "Rationale Different From Applicant's Is Permissible". In any event, the 
motivation to combine the references provided by Chiesi et al, i.e. enhanced solubility and 
improved bioavailability, is the same motivation disclosed by Applicants (see, e.g., page 5, lines 1- 
3, of the specification). 

The combination of the European Patent Application and the Nath et al article under 35 
U.S.C. 103 is deemed to be proper for reasons analogous to those set forth above. The European 
Patent Application '653 also discloses that inclusion complexes are formed by cyclodextrins (see, 
e.g., column 3, lines 43-46). Again, it is not relevant that the motivation to combine the 
references may not be the same as Applicants'. Applicants' argument that there is no motivation 
to make the claimed combination since Applicants' opioid peptide is already stable and capable of 
being absorbed is not understood, as the motivation used to combine the tv^o references is the 
desirability of forming a nasally administrable composition comprising the compound of the Nath 
et al article. 
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The combination of Hora et al and the Nath et al article under 35 U.S. C. 103 is deemed to 
be proper for reasons analogous to those set forth above. Again, it is not relevant that the 
motivation to combine the references may not be the same as Applicants'. Hora et al's 
description of the cyclodextrins as stabilizing polypeptides in order to maintain their activity (see, 
e.g., column 19, lines 38-60) is synonymous with Applicants' desired resuhs of long duration of 
activity and improved efficacy. 

The combination of the French Patent '268 and the Nath et al article under 35 U.S. C. 103 
is deemed to be proper for reasons analogous to those set forth above. Again, it is not relevant 
that the motivation to combine the references may not be the same as Applicants'. Applicants' 
argument that there is no motivation to make the claimed combination since Applicants' opioid 
peptide is already stable and capable of being absorbed is not understood, as the motivation used 
to combine the two references is the desirability of forming a transcutaneously administrable 
composition comprising the compound of the Nath et al article. 

9. THIS ACTION IS MADE FINAL. Applicant is reminded of the extension of time 
policy as set forth in 37 CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within TWO 
MONTHS of the mailing date of this final action and the advisory action is not mailed until afl:er 
the end of the THREE-MONTH shortened statutory period, then the shortened statutory period 
will expire on the date the advisory action is mailed, and any extension fee pursuant to 37 
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CFR 1 .136(a) will be calculated from the mailing date of the advisory action. In no event, 
however, will the statutory period for reply expire later than SIX MONTHS from the mailing date 
of this final action. 

Any inquiry concerning this communication or earlier communications from the examiner 
should be directed to Jeffrey E. Russel at telephone number (703) 308-3975. The examiner can 
normally be reached on Monday-Thursday from 8:30 A.M. to 6:00 P.M. The examiner can also 
be reached on alternate Fridays. 

If attempts to reach the examiner by telephone are unsuccessfiil, the examiner's supervisor 
Christopher Low can be reached at (703) 308-2923. The fax number for Art Unit 1653 for 
formal communications is (703) 305-3014; for informal communications such as proposed 
amendments, the fax number (703) 746-5175 can be used. The telephone number for the 
Technology Center 1 receptionist is (703) 308-0196. \ k AM 
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